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FUA CUEK LED Page Lol
ESTABLISH]\/[ENT EVALUATION REQUEST
SUMMARY REPORT
Application: - ANDA 75581/000 Priority: Org Code: 600
Stamp: 16-FEB-1999- Regulatory Due: Action Goal: District Goal: 16-JAN-2000
Applicant: TEVA.PHARMS Brand Name:
1510 DELP DR Established Name: KETOCONAZOLE
KULPSVILLE, PA 19443 Generic Name:
Dosage Form: CRM (CREAM)
Strength: 2%
FDA Contacts: J. BUCCINE (HFD-623) 301-827-5848 , Project Manager
P. SCHWARTZ (HFD-629) 301-827-5848 , Team Leader

Overall Recommendation:

ACCEPTABLE on 30-MAR-1999by J. D AMBROGIO (HFD-324) 301-827-0062

Establishment: DMF No:

:§ AADA No:

\%)
Profile: CTL OAI Status: NONE Responsibilities: FINISHED DOSAGE OTHER -
Last Milestone: OC RECOMMENDATION TESTER
Milestone Date: 16-MAR-1999
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: DMF No:

AADA No:

Profile: CTL OAI Status: NONE Responsibilities: FINISHED DOSAGE OTHER

Last Milestone: OC RECOMMENDATION
Milestone Date: 16-MAR-1999

TESTER

Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: DMF No:
= AADA No:
Profile: CTL " OAI Status: NONE Responsibilities: FINISHED DOSAGE OTHER

Last Milestone: OC RECOMMENDATION
Milestone Date: 16-MAR-1999
ACCEPTABILE

BASED ON PROFILE

Decision:
Reason:

TESTER
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ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

Establishment: - DMF No:
3ORATORIES INC AADA No:

L 60062

Profile:  CTL OAI Status: NONE Responsibilities: FINISHED DOSAGE OTHER
Last Milestone: OC RECOMMENDATION TESTER

Milestone Date: 16-MAR-1999

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

Establishment: DMF No:
AADA No:

Profile: CTL OAI Status: NONE Responsibilities: FINISHED DOSAGE OTHER
Last Milestone: QC RECOMMENDATION TESTER

Milestone Date: 16-MAR-1999

Decision: ACCEPTABLE

Reason: . BASED ON PROFILE

Establishment- DMF No:
‘ 7 AADA No:

Profile: CTL OQAI Status: NONE Responsibilities: FINISHED DOSAGE OTHER
Last Milestone: OC RECOMMENDATION TESTER

Milestone Date: 16-MAR-1999

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

Establishment: = No:
JA No:

Profil. OIN ~ . OAI Status: NONE Responsibilities: FINISHED DOSAGE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date: 30-MAR-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Establishment: 1826582 DMF No: 12171
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ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

1+ No:

Profile: CSN OAI Status: NONE

Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date: 16-MAR-1999
Decision: ACCEPTABLE

Reason: BASED ON PROFILE
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ANDA APPROVAL SUMMARY
ANDA: 75-581 .

DRUG PRODUCT: Ketoconazole Cream 2%
FIRM:‘Teva Pharmaceuticals USA

DOSAGE FORM: Cream STRENGTH: 2%

CGMP: Statement/EIR Update Status:
EER is acceptable (OC recommendation, 3/30/99)

BIO: The bioequivalence study was found to be acceptable by the |
Division of Biocequivalence and Medical officer Dr. Mary Fanning.
(reviewed by S Pradhan and Dr. Fanning, 1/27/00). '

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Method validation has been completed and found acceptable
(7/26/99, Philadelphia District Laboratories in
Philadelphia, PA.)

STABILITY: (Are containers used in study identical to those in
container section?)
The containers used in the stability study are identical to
those described in the container section.

LABELING:

Container, carton and insert labeling have been found

satisfactory (Labeling approval summary 1/10/00, reviewed by
L Golson)

STERILIZATION VALIDATION (IF APPLICABLE) :

«

Not applieable

SIZE OF BIOﬁBATd& (FIRM'S SOURCE OF NDS OK?):

The ~ of the exhibit batch (bio batch) of the
Ketoconazole Cream 2% (lot# RX0479-100) were manufactured.
DMF Ketoconazole USP drug substance was found adequate

(3/29/00, reviewed by Liang-Lii Huang, Ph.D.)

SIZE OF STABILITY BATCHES- (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?):




ANDA APPROVAL SUMMARY:75-581

Page 2

The exhibit batch (lot# RX0479-100) was the stability batch.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

The proposed production batch is of the Ketoconazole

Cream 2%. The manufacturing process will be the same as was
used for the exhibit batch.

CHEMIST: Liang-Lii Huang, Ph.D. DATE: March 29, 2000
SUPERVISOR: Paul Schwartz, Ph.D. DATE: March 29, 2000

Jﬂj },1."7_/%




DEPARTMENT AF *=AL TH AND HUMAN SERVICES , ‘ :
PUBLIC MEALTH SERVICE REQUEST FOR CONSUL | ATION

FOOO AND DRUG ADMINISTRATION

TO (Donsion Office] . FROM: OGQr S o>t /g/c.«,.oq
DX Dy My Fernnn e 1S ’ ﬂz? K
. E o IND NO. NDA ND. _ TYPE OF 0OCU JENT N DATE OF DOCUMENT .
NAME OF ORUG A2 A0 ¢ p a2 /e | PRICRITY cONSIDERATION CLASSIFICATION GF DRUG DESIRED COMPLETION DATE
CLQW ) Z/(?() V2 2Uv T s LTV 20N / /Ltt‘7 %/' /7?}

NAME OF FIRM 7:2/0&‘

REASON FOR REQUEST

. GENERAL
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O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, ORUG USE AND SAFETY
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APPROVAL SUMMARY

) REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
. LABELING REVIEW BRANCH

ANDA Number: 75-581 Date of Submission: September 20, 1999 (Amendment)

Applicant's Name: Teva Pharmaceuticails USA

Established Name: Ketoconazole Cream, 2%

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes ‘
Container Labels: (15 g, 30 g, and 80 g) - Satisfactory as ofSeptambor 20, 1989 submbwuon
Carton Labeling: (15 g, 30 g, and 60 g) — Satisfactory as of Septamber 26, 19“ submbuon
Professional Package Insert Labeling: Satisfactory as of Septombof 20, 1990 wbmission.

Revisions needed post-approval:’ _' e 'f

BASIS OF APPROVAL:
Was thls approval based upon a petition? Na

Whatis the RLD on the 356(h)form: MmralOCrum. 2%

NDA Number: 19—084

NDA Drug Name: Ketocon

Was this approval based upon an OGD Iaboung gdduncﬂ
Basis of Approval for the Container Labels: w.mm'
Basis of Approval for the Carton Labom Sido-by-ddo compamar ‘




- REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 23

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, compiete this subsection.

Do you find the name objectionable? List reasons in FTR, if s0. Consider: Misieading? Sounds
of looks like another name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenciature Committee? If 30, what were !
the recommendations? If the name was unacceptable, has the fistn been nottfied?

Packaging

|.muammmmnwmmwbymem7 lm L.
describe in FTR. -

‘.mummmmmmwummmw f:

MWMWMQMWW&M?
nwmwnmmﬂlﬁmummwumnmﬁ # R SR

—rr—

diffirentiation | [: ¥
mnmwwmwuhmmmm

lsmummmmwmmmw
and labeling? Is ~Jointly Manufactured by...°, statement needed?




Failure to describe solid oral dosage form identifying markings in HOW SUPPLED?

Has the firm failed to adequately support compatibiiity or stability claims which appear in the
insert Jabeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scaring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain aicohol? If so, has the accuracy of the statement been conflrmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverss effects anticipated from inactives (l.e., benzyl aicohol in neonates)?

Is there a discrepancy In inactives between DESCRIPTION and the compoasition statement?

Hasmetem'othulngndhnh'bomuudiopmtectamwnnhdﬁnw

| x| x| x| X

Fallure to list the coloring agents i the composition statement lists ¢.g., Opacods, Opaspray?’

Failure to iist gelatin, coloring agents, antimicrobials for capsules In DESCRIPTION?

Failure to list dyes in imprinting Inks? (Coloring agents e.g., iron oxides nesd not be Rsted). " * - |

USP Issues: (FTR: List USPINDA/ANDA dispensing/storage recommmendations) . = -

Do container recormmendstions fail to mest or exceed
mmmwmumdm

F.lhmofoescmmmmwmmmm:m
information shouid be used. However, mmmmbm .

FOR THE RECORD: .-

1. ubenngmvmbadonmmuamm'
Pharmaceutica lnc., nvkod July 1994, approvo‘m 1& 19“&

2. Thisisﬂuﬁstgoﬂuhforﬂlbdmgpmdm

TN
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3. Packaging
The RLD packages its productin 15 g, 30 g and 60 g tubes.

The applicant is proposing to package its productin 15 g, 30 g, and 60 g aluminum, blind
ended tubes with white pointed or spiked closures.

4. Labeling
Firm has ensured that the established name and strength appear as the most prominent
information.

5. Inactive Ingredients

There does not appear to be a discrepancy in inactives between the DESCRIPTION and the
composition statement.

6. USP Issues
USP - This product is not the subject of a USP monograph ‘
RLD - Store below 77°F (25°C). _ '
ANDA - Same as RLD, but have reversed the order so that degrees Caisius appear first.

7. Bioequivalence issues ~ P'ndlnc L N _' o

PO

8. PmnuExcluswnylssm-PmnuxphdJumu 1990 L T

Date of Review:  ° - N Submissione, - ooEBIUe
‘january 10' zm B - ) Lriel g X - Av '. 3 s

aviewer: '-f -

")yt

Secondary Reviewer: A

Team Leader:




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-581 Date of Submission: February 12, 1999
Applicant's Name: Teva Pharmaceuticals USA

Established Name: Ketoconazole Cream, 2%

Labeling Deficiencies:

1. CONTAINER (15 g, 30 g, 60 g)

a. Please ensure that the established name and strength
appear as the most prominent information on the label.
b. Revise the “Contains” statement to read,
Each gram contains: ketoconazole 20 mg..sodium sulfite,
anhydrous. -

c. Relocate “Rx only” to appear on the principal display
panel.

d. Reverse the storage temperature so that the degrees
Celsius appear before Fahrenheit.

2. CARTON (15 g, 30 g, 60 g)
See CONTAINER comments.
3. INSERT
a. GENERAL COMMENT

Throughout the text of your labeling, refer to the
product by its established name “ketoconazole cream,
2%” rather than “ketoconazole 2% cream”.

b. DESCRIPTION

~i. ~ Revise to read, ..agent, ketoconazole 2%. Each
gram, for topical administration, contains
ketoconazole 20 mg and is formulated..sodium
sulfite, anhydrous.

ii. Include the molecular formula and molecular
welight.




c. ADVERSE REACTIONS

Change “5.0%” to “5%” in the first sentence of the
first paragraph.

d. HOW SUPPLIED

See CONTAINER comment (d4d).

Please revise your labels and labeling, as instructed above,
and submit in final print.

Prior to approval, it may be necessary to further revise
your labeling subsequent to approved changes for the
reference listed drug. We suggest that you routinely
monitor the following web site for any approved changes -

http://www.fda.gov/cder/ogd/rld/labeling_review_branch.html.
To facilitate review of your next submission, and in

accordance with 21 CFR 314.94(a) (8) (iv), please provide a

side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and

s %/2%

bgrt L. West, M. S., .
ector
ivision of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
B LABELING REVIEW BRANCH

ANDA Number: 75-581 Date of Submission: February 12, 1999
Applicant's Name: Teva Pharmaceuticals USA

Established Name: Ketoconazole Cream, 2%

Labeling Deficiencies:

1. CONTAINER (15 g, 30 g, 60 q)

a. Please ensure that the established name and'strength"
appear as the most prominent information on the label.

b. Revise the “Contains” statement to read,

Each gram contains: ketoconazole 20 mg..sodium sulfite,_
anhydrous.

c. Relocate “Rx only” to appear on the principal display.
panel.

d. Reverse the stérage temperature so that the degrees
Celsius appear before Fahrenheit.

2. CARTON (15 g, 30 g, 60 q)
See CONTAINER comments.
3. INSERT
a. GENERAL COMMENT

Throughout the text of your labeling, refer to the
product by its established name “ketoconazole cream,
2%“ rather than “ketoconazole 2% cream”.

b. DESCRIPTION 5 i

i~ Revise to read, ..agent, ketoconazole 2%. Each
gram, for topical administration, contains
ketoconazole 20 mg and is formulated..sodium
sulfite, anhydrous.

ii. Include the molecular formula and molecular
weight.




c. ADVERSE REACTIONS

Change “5.0%” to “5%” in the first sentence of the
first paragraph.

d. HOW SUPPLIED
See CONTAINER comment (d).

Please revise your labels and labeling, as instructed above,
and submit in final print.

Prior to approval, it may be necessary to further revise
your labeling subsequent to approved changes for the
reference listed drug. We suggest that you routinely
monitor the following web site for any approved changes -

http://www.fda.gov/cder/ogd/rld/labeling_review_branch.html

To facilitate review of your next submission, -and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Robert L. West, M.S., R.Ph.

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file lattar?

Is this product a USP item? “If so, USP supplement in which verification was assured. x

use 23

Is this name different than that used in the Orange Book? x

If oot USP, has the produat name been proposed in the PP? x

Error Prevention Analysis A / 1 >

Has the fimm proposed a proprietary name? If yes, oamplete this subsection.

Do you find the name objectiosable? List reasons in FTR, if so. Considar: Misleading?
Sounds or looks like ancther nawe? USAN stem present? Prefixz or Suffix present?

Ras the name been forwarded to the lLabeling and Nomenclatire Committee? If so, what
weze the recommendations? If the nume was unadcceptable, has the f£irm been notified?

Packaging

Is thia a new packaging configuration, never been approved by an ANDA or NDA? nxu.-
dasaribe in FIR.

Is this package size mismatched with the reoccmmendad dosage? If yes, the Poison
Prevention Aot may require a CRC.

Doss the package proposed have any safety and/or regulatory concezrns?

If IV product paakaged in syringe, ocould there be adverse patient outoome if givem Dy
direct IV injectiom?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuratiom?

Is the atrength and/or concentratica of the product unsupported by the insert labeling?

Is the colox of the container (1.e. the color of the cap of a mydriatic opbthalmio) o=
cap incorrect?

Individusl cartons required? Issues for FIR: mmmmuww
sensitive product which might require cartoning? Mast the package insert company the
produat?

Are thexe any other safety conoerns?

Labeling

Is the name of the drug unalear im print or lacking in proxibanoe? m—-ho-.ulhon.
most promivent informmtion on the label) .

Has applicant failed ta clearly diffarentiate multiple product strengtha?

Is the P te logo larxg than 1/3 comtaines ladbel? (No regulation - see ASKP
guidelines)

Labeling (continud):

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solutionm vs Conosatrate, Warning Statements that might be in red foxr the

HDA)

b 4
Is the Manufactured dy/Distribator stat t 4 ot oxr falsely 1 istent Detwe
labels and labeling? Is "Jointly Manufactured by...", statemsat needed?

Failure to desaribe solid oxal dosage farm ideatifying markings in HOW SURFLIED?T

Has the firm failed to adequataly support compatibility oxr atability oclaime which sppear
in the insexrt labeling? Note: Chemist sbould confirm the data has been adequataly
supported.

SQoting: Dascride sooring configuration of RLD and applicant (page #) in the FTR




Is the socoring oonfiguration different than the RLD? b3

Has the firm failed to describe the scoring in tbe HOW SUPVLIED secticn? x

Inactive Ingredients: (rm: List page § in application where insatives are % im X
1isted) %

Do#s the product contain alcobol? If so, has the accuracy of the statsmeant been
confirmed?

L

Do any of the inactives differ in conoentration for this route of administration? x

Agy adverse effects anticipated from inactives (i.e., bensyl alochol in necnates)? x

Is there a discrepancy if inactives between DESCRIPTION and the composition statement?

Ras the term "other ingredients” been used to protect a trade secret? If so, is claim
suppozted?

Failuxre to list the coloring agents if the
Opaspray?

aapcsition stat t lists e.g., Opacode,

Failure to list gelatin, coloring agaants, antimiarobials for capsules in DESCRIPTION?

Failure to list dyws in imprinting inks? (Coloxing agents ¢.¢., iron oxides need not be
listed)

USP Issues: (Frm: List USR/MDA/AMDA dispensing/st

dations)

Do ocontainer recommsndations fail to meet or azceesd USP/BEDA reccmmendaticas? If so, ars
the recommandations supported and is the ALff aptable? -

Does USP have labeling reccsmsndations? If any, does ANDA meet them?

Is the prodnoct light semsitive? 1If so, is FEDA and/or MDA in a light resistant - H
cocatainax? .

Ffailuze of DRSCRIFTION to meet USE Description and Solubility informmation? If so, USP
informmtion should be used. Rowever, only include solvents appearing in isnovator
labaling.

Bliocequivalence Issues: (Campare bicequivalency values: insert to study. List
Caas, Taax, T 1/2 and date study acosptable) .

Insaxrt ladeling refersnces a food effect ox a no-effect? If so, was a food study done?

Ras CLINICAL FRARMACOLOUY bean modified? If so, bxiefly detail whexe/why.

Patent/Bxclusivity Issues?: FrR: Check the Ozange Book edition or cumslative
supplemsnt for verification of the latest Patent or Ezclusivity. List expiration date
for all patents, exalusivities, eto. or if nooe, please state.

NOTES/QUESTIONS TO THE CHEMIST: None

FOR. THE- RECORD:

1. Labeling review based on the labeling for the RLD (Nizoral
Cream, 2% - Janssen Pharmaceutica Inc.; revised July 1994;
approved April 16, 1996).

2. This is the first generic for this drug product.

3. Packaging
The RLD packages its product in 15 g, 30 g and 60 g tubes.

The applicant is proposing to package its product in 15 g,
30 g, and 60 g aluminum, blind ended tubes with white
pointed or spiked closures.




4. Labeling
Firm has been asked to ensure that the established name and
strehgth appear as the most prominent information.

5. Inactive. Ingredients
There does not appear to be a discrepancy in inactives
between the DESCRIPTION and the composition statement.

§. USP Issues
USP - This product is not the subject of a USP monograph
RLD - Store below 77°F (25°C).
ANDA - Same as RLD, but have been asked to reverse the order
so that degrees Celsius appear first.

7. Biocequivalence Issues - Pending

8. Patent/Exclusivity Issues - Patent expired June 15, 1999.

Date of Review: Date of Submission:

July 27, 1999 February 12, 1999

imapy Reviewer: Date:

7/;( 7/;7

Te /LQ/@M Date: ’
/j& 97 /ﬁ" Zég//fff




16-MAR-1999

FDA CDER EES

ESTABLISHMENT EVALUATION REQUEST

Application:  ANDA 75581/000
Stamp: 16-FEB-1999 .Regulatory Due:
Applicant: TEVA PHARMS
1510 DELP DR
KULPSVILLE, PA 19443

FDA Contacts:  J. BUCCINE (HFD-617)
P. SCHWARTZ (HFD-629)

SUMMARY REPORT

Page I of 3
Priority: Org Code: 600
Action Goal: District Goal: 16-JAN-2000
Brand Name:

Established Name: KETOCONAZOLE
Generic Name:

Dosage Form: CRM (CREAM)
Strength: 2%

301-827-5848 , Project Manager
301-827-5848 , Team Leader

Overall Recommendation:

Establishment: 1

Profile: CTL OAI Status: NONE
Last Milestone: SUBMITTED TO OC
Milestone Date 16-MAR-1999

DMF No:

Responsibilities: FINISHED DOSAGE OTHER TESTER

Establishment

Profile: CTL OAI Status: NONE
Last Milestone: SUBMITTED TO OC
Milestone Date 16-MAR-1999

Establishment:

Profile: CTL * OAI Status: NONE
Last Milestone: SUBMITTED TO OC
Milestone Date 16-MAR-1999

DMF No:

Responsibilities: FINISHED DOSAGE OTHER TESTER

F No:

Responsibilities: FINISHED DOSAGE OTHER TESTER

Establishment: 1319349

DMF No:




16-MAR-1999

Profile: CTL
Last Milestone:
Milestone Date

Establishment:

Profile: CTL

Last Milestone:

Milestone Date

FDA CDER EES

Page 2 of

ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

OAI Status: NONE
SUBMITTED TO OC

16-MAR-1999

OALI Status: NONE
SUBMITTED TO OC

16-MAR-1999

Establishment: -

Profile: CTL

Last Milestone:

Milestone Date

Establishment:

Profile: OIN

Last Milestone:

Milestone Date

Establishment:

OAI Status: NONE
SUBMITTED TO OC

16-MAR-1999

- OAI Status: NONE
SUBMITTED TO OC

16-MAR-1999

AADA No:

Responsibilities: FINISHED DOSAGE OTHER TESTER

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE OTHER TESTER

ESEAR

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE OTHER TESTER

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE
MANUFACTURER

DMF No:




16-MAR-1999 FDA CDER EES , Pz.!ge 3 of 3
ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
AADA No:
Profile: CSN * OAI Status: NONE Responsibilities; DRUG SUBSTANCE
Last Milestone: SUBMITTED TO OC MANUFACTURER

Milestone Date 16-MAR-1999




